Background: H. pylori evades immune surveillance in infected hosts and causes chronic gastritis. High levels of regulatory T cells were recently demonstrated in infected patients. We speculate that H. pylori will direct a Treg skewed Th17/Treg balance thus preventing Th17-mediated H. pylori clearing. Aim: To examine the Treg/Th17 balance induced by H. pylori-vs E. coli-or A. lwoffipulsed bone marrow derived conventional dendritic cells (DCs) and the in vivo significance of H. pylori-associated Treg skewing. Methods: Bone marrow-derived DCs from B6 mice were cultured with live H. pylori SS1(HP-DC), or E. coli (EC-DC) for 18 hrs then cocultured with splenocytes for 72 hrs. The Th17:Treg ratios were determined (% CD4+CD25+Foxp3+ Tregs : IL-17 production Background and Aims: Despite the proven ability of immunization to reduce Helicobacter infection in mouse models, the precise mechanism of protection has remained elusive. This study explores the possibility that interleukin-17 (IL-17) plays a role in the reduction of Helicobacter infection following vaccination of wild-type animals or in spontaneous reduction of bacterial infection in IL-10 deficient mice. Methods: In mice, reducing Helicobacter infection, the levels and source of IL-17 were determined and the role of IL-17 in reduction of Helicobacter infection probed by neutralizing antibodies. Results: Gastric IL-17 mRNA and protein levels were strongly increased in mice mucosally immunized with urease + cholera toxin (CT) and challenged with H. felis, as compared to controls. Flow cytometry analysis showed that a peak of CD4+IL-17+ T cells infiltrating the gastric mucosa occurred in immunized mice in contrast to control mice. Gastric mucosa infiltrating CD4+IL-17+ T cells were also observed in IL-10 deficient mice that spontaneously reduced H. felis infection. In wild-type immunized mice, intraperitoneal injection of anti-IL-17 antibodies significantly inhibited inflammation and the reduction of Helicobacter infection in comparison to control antibodies. Conclusion: IL-17 plays a critical role in the immunization-induced reduction of Helicobacter infection from the gastric mucosa.
M.105. Genotyping of Killer Cell Immunoglobulin Like Receptors (KIR) in Gastric Diseases Associated with Helicobacter Pylori Infection in Mexican Mestizo Population
Eric Hernandez-Hernandez, Margarita Camorlinga, Oswaldo Partida-Rodriguez, Javier Torres, Martha Perez-Rodriguez
CMN S-XXI IMSS, Mexico City, Mexico
Natural Killer (NK) cells play an important role in inflammatory and innate immune responses against H. pylori and malignant cell transformation. NK cell cytolytic activity is regulated by a balance between activating and inhibitory KIR. The quantity and organization of these receptors vary among populations and some varieties have been found to be associated with susceptibility to disease. The aim of this work was the characterization of KIR individual genes and genotypes in 120 controls, 120 non-atrophic gastritis patients and 63 gastric cancer patients. KIR genes (14 genes and two pseudogenes) were studied by PCR-SSP. When gastric cancer patients were compared versus controls, we found a positive association of the inhibitory gene KIR2DL (OR=3.7, 95% CI 1.84-7.47) and a negative association of the inhibitory gene KIR2DL3 (OR=0.07, 95% CI 0.02-0.18). Regarding the KIR genotype, we found a negative association of genotype 1 (2DL1, 2DL3, 2DL4, 3DL1, 3DL2, 3DL3, 2DS4, 2DP1, 3DP1) in gastric cancer patients compared with non-atrophic gastritis patients (OR=0.12, 95% CI 0.03-0.42) and controls (OR=0.08, 95% CI 0.02-0.27). These results suggest a likely participation of KIR genotypes in gastric cancer susceptibility in the Mexican Mestizo population. In contrast to other inbred mouse strains, CBA mice fail to develop pathology after gastric Helicobacter infection and are termed non-responsive. It is known that this phenotype is dominantly inherited and therefore under genetic control. In this study, we aimed to determine the mechanism(s) of host regulation of Helicobacter-induced gastritis. Regulation of inflammation in CBA mice was demonstrated to be bone marrow derived. Reconstitution of irradiated responder C3H/He mice with MHC matched CBA bone marrow prevented the development of significant Helicobacter-induced gastritis, indicating that non-responsiveness is likely due to an immune cell population. Quantitative Trait Loci analysis was performed in order to locate the chromosomal region regulating disease susceptibility. CBA x C57BL/6 F2 mice were infected with Helicobacter for two months. Histological grading found mice separated into two distinct gastritis phenotypes, with 72% of F2 mice being non-responsive, and 27% developing severe inflammation. A genome-wide screen found that a highly significant locus on chromosome 6 was associated with susceptibility to Helicobacter induced pathology (LOD=8.9). We have thus identified a novel locus which contributes to bone marrow mediated host regulation of Helicobacter infection. Current investigations are focused on pursuing a promising lead candidate gene involved in susceptibility to Helicobacter induced gastritis.
